Idiopathic pulmonary arterial hypertension (iPAH) is a rare disease that occurs sporadically and in which pulmonary arterial pressure elevation leads to right heart failure and death. Although the fundamental causes remain elusive, vascular remodeling due to increased proliferation of pulmonary artery smooth muscle cells (PA-SMCs) constitutes a key feature (1,2), thus supporting the comparison between iPAH and cancer. Given the well-established link between telomere length and cell proliferation capacity, here we investigated the telomere status of PA-SMCs and its relationship to abnormal cell growth.
For statistical analysis, all results are reported as mean AE SEM. The Mann-Whitney nonparametric test was used for comparison between groups.
In situ proliferating PA-SMCs were localized by immunostaining and counted in lung sections by using anti-proliferating-cell nuclear antigen. Then, positive cells/artery were counted, and the results were expressed as the ratios of positive cells over total cells.
Human PA-SMCs were isolated and cultured as previously described (2) . Telomere length was estimated both by Southern blotting (terminal restriction fragments) or by quantitative polymerase chain reaction (3).
To assay proliferation potential, PA-SMCs were maintained in culture and were counted at each passage to determine population doubling levels.
In situ, the percent of proliferating (proliferatingcell nuclear antigen positive) PA-SMCs was significantly higher in patients with iPAH than in control subjects (data not shown). Ex vivo, as illustrated by the cumulative population doubling levels ( Figure 1A) , PA-SMCs from iPAH patients grew faster and for a longer time than in control subjects, indicating a higher proliferation capacity in the former. Cumulative population doublings were calculated at each passage by cell counting. Contrary to control SMCs, PA-SMCs keep proliferating for many more passages (n ¼ 6 for each group, *p < 0.05 and **p < 0.01).
(B) PA-SMCs telomere content distribution with age in patients with iPAH and in controls (n ¼ 22 and n ¼ 20, respectively). Telomere content in the patients' group are longer than in controls.
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